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. The appJicarii is hereby npufi^e^i th^it thi& Internat^onai search; report grsd^ifiewn^^ cjpink?n of^tJie JntefnatEonai -Se^afeftipiig 
FMing of am-endmontB^^a^ 

The • apptibaiFit sfiitEElai if BQ^v^fi$^l^^, 1<? aritericS ifi^- dtgifms: of th^ IdjarrmtioFial Applic a^o Rule 46)': 

Wh^r^? Thi^: lime IsMtfer ilJin^ ;sueH sm^ncimsnis is nermaliv^ 2 manihs from the: dat^ orimn&fBltts^ of th^ 
i nt^fnatsoirisl Search ■•R:epo hdv^^eW,. for fnore delails, s&e,-the notes m thei^ace^jmpanyj^ 

Whem? Dir^iiily to. th;e- Internalio nal Bureau of W lPQ^ 34 ch em in des Golombattes 
For mpro ^€iiiaUecl mstruGlion©^ see the nqti&s on the siccompE^nyiiig shest> 

The appiicani is hfijreby noti^^^ n<) in^emaHanaf search r^jport will be establfehed and that the I d^da ratio n.^ 
ArticlQ: 1 752Jj[a) 10 that etfact and: this written ^opinion of the iniernatbnaf ::Sl0ai^h*ng Attthority afa transrriitted- herewith. . 

Wrthvmgard-tG tha:;prpf0st agamBlfsaymBntoTlan)^^^ 40.2, th;^ apip Heart! t^ nd^ 



j ] : the' pfnotest Ixrgether with the;daclsipn -thef eon has,bie:en tmnsmttted to intsmatsofipt Bureau iogether with iJm 
■ ' ^pj|eanr& i^i^tjem t<>fward the tsxt& ^if both th& pi^lsfst the disietgj&j^ tftere^n 16 the d^fgigtiatte^ Offices,: 



I ;n<3 .^i.e£^i:Si.o^ -h^^ on the;pf otast; th^: applfcent will ba nottf isd as amn a.Sr:a deoisfen i$ made!. 

4 Reminders 



Shurtfy after ih^^ ekpirstion of 1 8 months from the priiorily date, tho intc^rnattcnal appficatbn vM be published by ths: 
jnternattor^ai B-ureau. if thf appl tea nt wishes to avoid dr 

^ippliGation. or of the priori ty cfaim, must reach the ! ntemat tonal Bur£3aM B:S provjdedyi!n:Bu:teS:9Q|;j^,.1 -an^ 
foafdre jh^ Gompieti^^ 

The '^ppfent may. s-u qh ah liiformaiba^is ofV^^^ Intsmatidnai S#rchjng: Authority to this- 

[ntemaiiDnai BLirefitj: the fniematidna] E3MrBay m\\ send a cDpy:oif -suoh comrriGnts to- sit df5signalsd;dffic;es yhfes:^ 
iniernatidnal preii^itnary examination re pa been m is M be- astablishecJ. The^fi: C£?fnm€^inis- woMtd also mad-e.-aysit^ibij^vtdi 
pMlw^fe.b:Mt RQt "btj^for^ e>ipifat^ori:bf 30 months; ffooi She .pfjoftty datte. 

V^j1th^f>i9 ittonth^ii^fT^^ th^&:prsOlit;>?' date, but^c^ r^^^p&ct ^i^i^dnn^ (i^i^nated^i^^ demaiad fot tht^m^ preljitilnafy 
ij^Eamtnarion rntssii foe fiisd if ihe ajppf:toani::«vjshesi ta postpoo© :t^ into tht*:natfonat phase tintir30 months:-:: fFarh th0:p^ 
date (in-somfe' Offices q yen jal^rlv Othef wise, pe^rfbTm-Uie.pir€fsd;n^ 

3:ii:fespect of othar designated OJiiceSs; the time iifnit:of ^O mooths (or Jater) wilTapply even: if-no; demand: isTiled.wtihi:n 1 0> 

fTtDflthS> 

B^B Jh^: An d a)ft tb Fbf rn:. PC^^lBf^O t ahd, f or de ja! Is aisrfatj t th e; app^ ic<^l ©: ttm^-Bfhte ::0'ffic&% Of { itse ^ ■i^iee:th0 f^OTAppfmsni^s 
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Form PC T/tSAygap (Jantfaj-y . 2004 ) 




MOTES TO FORy peT7iSA/220 

Th^se Niotss are interide^f to giv^ethe basic instruc^sons concerntf^g tbe fi^tng of amendments uodar artjcte 19,: Th& 
Motas are ba^^d Qr> the rBqufrsrnenJs af the Patent Coops rsil ■ion TTBaiy:, the Rsgy Eatlons ard Ihe Aiimiiiisira^jva InstftjC^^^ofiS: 
und^r t^hat Tmaly. Irt t;as^' o f d«screpa Ihese Nqfe^: and those i^c?yireFn^n;ts.,Jhe latter a 

detailed lofofinnation^ s&iS ai^D th6 PCT Applicant's. Gwcie, a .publicaiim of WIE^Q. 

lfj.jhs^S:^:Notea,. '-Aiiy^^/'toJa^-and "^^^ re^erlD the pro^isbna ofthe FGXi :itlie PCX Begufafeiisan^ 



IHSTRliCTIONS GONGERNINQ AMENDMENTS UNDER ARTICLE 19 

t;h^ appiiegnt hsdEs^^ i^^^^^ ihe iii^^rn^iicip^l s^sLrc^ i^pprt and tliq Written opinio ri 6f $he [nte^Fj^ 

jSiearcfem^ AMt^^pf%^^ one oppoAxitiit^it^ amBn&\hB <Mim$ of the jEoternational appHGaiion, It shpatel howe ver be erriphasked 
that ^inos atr^ may bcs arheneteii 

■mrt^nattSjhiail pMfrTiidary -ex 

e'kdept wh:BFei..^^0. - ihe appJbi^f it wants ihe leittiBr to ti-^ ■ publj^t^^ t^re-purjspsief^ of pro\/is;Kj:nal protection or tiias ano^ther- 
reason for amemltn^ the cidms"b«?fo iritefnattonai publfcatiari. Furt^^ 

TfiB stifeni^osi -of th^Bpptleant Is drBwr*^ t th^ faptthat am:e;ndm€fr?tSvtD the cM^n^^s under v^^rtiGJe 19 Are not alfpwed vytieri^- • 
the tntef national Searchang^A^ 7{2)f:tha;l no iriternattenal searcti repDrt w 

@stabfs3H0d (see PC TSppiiGarit's Ckiide, Voluf^ie 1^, paragraph 2S0>. 

U.ndef :ArMcle 1 9,: pnEy the plaiirts.may fee amended, 

Pu^ng th&int^fnafiisnal.p^ be am:eii?^ed :{0;r furth^ranr^rided j u nder Article 34 belora 

libq |jiferF^a(a#i pre Wifts AatliOray^ The oniy ^tmemied; uncfer 

Artfete 34 befom th<5 Iht^ 

Upqn ^ntfy into the national pih^?e, aff parts p( ^be 1niem3rtion8i a[5pticatl0n rrray b0 arn$rid|ed urider Afttd^ 28: 

Wh6!l1* ^Vithin 2 fna the cteit^ oltmnsmitta! of tb& fntemational $e§rch reiKSft er 16 months ffcnr^ the pf iarity 

date; whlcii^ h jsji6Ml;d npied, 

...as'jiavirfg beervre'ei^Swd an ti me if iK^y-sire reG^ived:%:the - tntematJDfial\0w softer the expjra;ttofT d.th©- 
apppGatDl*? tifiie Iknit btit befqre the corftptetion of the fectinpaat pfsp^f aliorjs hx Internatsanarpuibii cation 

Where not to if the amiaiclmenls'T^ 

THe amendraents, may onJy foe (ited WPih tJ^e Jotemational Buir^aJU a no(tv*^Jih:lhe:mG:eiv^3^§;iC>H^ 

Where a demand iot mt^imt\om\pfB^mm^ m^mm^tiqn :has :been/t& ■ see^: la^low. 

How? EFthef o^nc&Wipg om or more entire ciajh^s;, by s^ddiirig ooe or more new qiE^tirn^ W % ameriding thj^ t:^3<t pi;-: 

: A replaeerrient-sh&et; mu submEtsed for oach §heet of the;d.^:ims vvfitcihi,.on-aGC:ouni:Qf^afi ^rrsendhient^or 
:3nriendr?ieots> differs irom the sheet: aripsnaiiy fMd^ 

AJIi the dajiTJS:: appearing an a mpSae erne nt: sheet mtjst be ni^rnbered in Arabic nymerals. Whefe a:G[ajm is 
::c;ari:ce^ie3di no;. renMmber Irig of iha otNer claims .is, reqiu^ redv lo. all cases, where: dalms are mm mEiefed, th^y must 

Tlie ai^ehdment$ hfiustbe In tihelahgur^^is^ Ih Which the jhtema^llDnal appth>^ iq be: publl^tjed; 
What documerifs tnu 

The amfeEtdments must be sybjtsitteci Vjith a letter. 

The ietter-wilt rtQl:.be:;pyb^i;&hed vvith ths Intern aiional app^fisati on and the.amerrded ctaims> (t ahouiid not be. 
cprrfused wtth the ''Staterneni y 

The l^ii^t iwust be Id Ehi^Nsh 6r l^rdiheh, at the choice of the ai?ptieant* However ^ if the language of ihe 
iriief n^tlprtal appltcaiion fe English, the Utl&r mustt be in fengHsh; If ;t h« fenguage <jf the lirr errtat*^ 
m French* the letter must tie m French. 
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(PCT ArtiGie 1 8 and Bytes 43 and 44) 
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-OB FURTHEB 
ACTION ^$w^([ 


see Form P6iVisA^-23o 
<ais, where a^p:N;e^b:fe;ii^m S b^tow. 










{Earii^i^ti Pf iof !ty Date (day/nhmWyeaf) 
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Rim -ttrnxTm 






Thi$ iotemptJwiat Search 
according to ^rtiilfe 1:8; A < 


2Qpy is b^in g tra 








Thisj international 'Sea reh 1 
IK:: lti:^-:al$i£5..:a 


Report CGrisjsts 
iibbfi'^s^fed by :! 


ola to 


laf of 9 sheels... 
of esbH pridr art ddeument dted In this < 


■0pQ:|t. 



passs of til© repprt 

Wilt} mg^xdtQi^^iBn^mg0^^ was camecf omJ iacrthj 



a. 



I ttie irttomajtqn^l ^^ar«?h vVa^ earned t>\j t on the b^ds of a tmnsfetibn of the inii©ma$bnaj a pplication furnished to 
VJxm t^gm^ to mf m^^ m^^r atninp sci^ s^i^Mertc^ disclosed tnt^rnatfehara^pticatb^ I. 



CertQirt ofaims were fQuod Mn^esrehabtje^ Ij). 



3- [x] Onlty of inv^ti tion is Jackiil^ {see Box i i S), 

4. yVith regard m the title, 

ilie text is approved as SMbmltied fc^y |ha ajsplic&nl. 



M 



tlie t^SEi fias ^3e^Bh iestablishdd by this AUIhorily Id m^d as followsi 



5. 



With regarx:! to ihe abstract, 

1 



/J :the text iS: :apf>r6v6tl as siibmined by the appjii^^mt. 

[xj : ttiie .lext has t? een ostabi fshed:. according to Bute 3B .2(b).: by this Atit^Of fty as it appears b' Box IV 
itsaj^. vtfitHift one month from the dat^ gf mayif^f plihfe Ini^^ 



TO© appl{c^arti 
to thJ^ Authoniy. 



M. the tfguf^ df thef draiwirtj^^ tb be pubiisbed vvHi t fi& abstfa^Ms Rgura Mo. 



J ■ siS-S^^Ci^d^ by this Authos-ity, becau^^e. tbe appilscani faSM lo :Saggest;a[:'fi9ura: 
n sel^ct-^ b^ tfi^S Aujthof rty, becaiy^s this hguf^; bfl^ the itw0Rl^rr. 

^' im *b:^ ^ to bj© published wjlh fh ab$ip£?oL 



F orrr^ P<Tr/iS/^1 0 {ftrst sheet) {^^m^tiry 2004^ 



iWTEBNjrriOiyAL SEARCH REPORT 



FC3?/XB20 04 / 0 0 3 89 3 



Box No. iV Taxt d( the absli^ct (Conttiiiiati&a of iteni 5 of tl^i^ f ir^i stieat) 



*rbi& praisent invanltloii; relates to isoKasoiine derivatives of stnietiure (I) etftd 
tbeir analofgnties* wh^Xch can be usjed eta $>&psph;Q4i^ster^ {Pi3E) type iv selective 
±T^th±%G3tBr. dprnpbun^s disiciQseci ^leariein can be usefal in fehe txe^titifeftt; p£ 
asthma, artiiritai^v Ibronahl tis / dhTonla obstanjafcive pulirionary disease (GOPD) ^ 
psorisf i^/ allergic rixij3,itis^ shock, atogip deCTiatitis , GtpDim ^ b disease^ acittlt: 

diseases especially iii Processa^s trnx the pr^pmreition of disclosed 



s ^ are pt-^^vidad . 




INTEF SEARCH REPORT 



PCT/I 62004/003893 



A, CLASSIftCATtOK OP StfBtlECT MATTER 

IPC 7 €070261^4 0070413/04 G07D41?/0:4 CQ7M13/14 Ca7P413/l£ 
AWK3J/42 A61K31/422 

b; LPS searched 



"^^7 GQ7D A61K 



EPO-Internal , mi Data, CHEK ABS Data 



a DOCUMENTS COMSIOERED TO Be flELEVASIT 





jC?taitQrs of docum^j^KivvjlH tndicaljon, where* appi^of^rissie,. oi rsteyani passa:!3QS; 


1 Reteyani io Gl^liri No:, 


X 


WO 95/14680 A (PFiZER ING; JCLEIHmAK, 


1 , 2 ,5 ,6> 




Emmo, F) I Oune 1995 ta^9&"-06--Ql ) 

cited in the appll cation 
pag^ 40 , lim ?; clai iii 1 
21 J exstmpl t 28 


8-13,21^ 


X 


DE 199 09 785 Al {BAYER AG) 
7 September 2000 (:2O{)0-O9-Q7) 
claW i 
exapple 1 


B-lO 


1 







Fuftti^f: do-cumifjslts are ilsim^ In the co^Wnuaibn of box 



Cv^ifUBrdered to fee at j>af?ic;Mia i^gj^vance 

Wfitci^ dSfii^^ to estafeiish tJ^f^ public atiorKd^^ anotJmr 

ddcUr^tent ffjf erring ;c*r^l;4ii^ci£>^ure^ }is0, ^^}tJi^m\im(r 

doc ummn pnbUBh'B^: prfer thts intemiaJ jonat ftKng-daiiff .bitt 
later UlJ3fvihi6p;ffonly:dafe^^ 



"T" Jcifef dfxum&rti piibltetieri after me- imematiQJianjltfsg date 
eilBd iO; uad^fsfiind the pFiF^jpie e^r theory underlying it^-e 

• ''Y'' dQS:Li:m5nt ci:f laatf buia r refevafice : the claimed; inven:6icjF^ 

■ c?ann*ji Ijecons^der^^d 16 Involve an iriv^&iritivei : step wh«?V tl-s^ - 
<aeiiGijmen£ comU^^^^^ wjtb ons of mfife m^iei slt<ih:dq^^^- 



JJame snrf: maiiint^: address oi the ISA • 

• fey^i^caft Pj^ierit lOHice; P-B. Psttef illaan 2 

Tel , t H'31 -7(T^ 340-^-5^:040 , Tji 31 65t Bpti '^l 



0at«j of njailfng: oi the mtami?:ti;onal s^sarch f 

0 a 07. 
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imEF \TIONAL SEARCH BEPORT 



C,(GiantinMatj'0n) DOCyftfiENTS OONSIDER£l> TD BB RELEVANT 



PCT/IB2Q04/003893 



5 S'tSiJSVcinl CtBfiTJ pio. 



X: 



A 



X 



f^GilMA; C T; AQUIAR A P: "SyntHesi s of 

new 4,5'-dihydroisdxazole with piStentlal 

antl-inflammatery ac^^^^^^ 

HETEROGYeLIC GOMHUMI CATIONS . . 

vol. 9, no, S, 2003, pages 53S-53&, 

XF0090442Q8 

FfelUfib P0BLISHIN6 KGUSE, TEL AVIV, 
eompound § 



DATABASE CftPLUS 'Online! 

GHEMICAL ABSTRAGTS SERVICE, COLUMBUS, 
OHIO, US:; 

RAI, n, k. LOKANATHA €T AL: 
"IntertsoleGular i ,3-d1poTar cyeloaddi tion 
of ni t rn e ax i cies wi t h v1 
aery ion it rile" 
XP002318408 
retrieved frofn STN 
Databatse aqc^Ss1:6n no. 1997: 3230€8 
csmpouiids with RN 196907-46-1, 

19D907-47-E, 19Q907~48-3 

Si-b' s ^ etc t 

& INDIAN OOliRNAL OF CHEMISTRY , SfeCTIGN B; 
ORSAKIC CHE:MISTRy INCLUDING flEDIGIMAL 
CHEMISTRY , 36B(3), 242-£45 GODEM: IJSBD8; 
ISSN: 0376r-4699, 1997. " 



95/14861 A CAOYAGl, SQICJ^IRO) 
1 aune 1995 (199S-0M1) 

i on 



cited in 
claims 



FIHI R ET ALi "REAGTION SES METHYLENE 
GAMMA-BUTYROIACTQNES AVEG LES 
ARYLNITRILOXYDES. EVOLUTION IMATTENDUE DU 
8ISADDUIT ISSU DE LA 
5-!«IE:THYLENECSH)FURAN-2-0I^E'' 
BULLETIN DES SOCIETES CHXMIQUES BELGES, 
vol. 1Q4, no. 1, 199S, pages 55-62, 
XPO09O44216 " ' 

ISSN: 0037-9646 

corapdurids 6F ,BF 



K M L FT AL: "A COI^VENIENT METHOD 
THE GNERATION OF NITRILE OXIDE AND ITS 
APPLICATION TO THE SYNTHESIS OF 
2-1 S OX AZO LIMES" 

ORGANIC PREPARATIONS AND PROCEDURES 
INTERNATiONAL, ORGANIC PREPARATION AND 
PROGEDURES CO. , NEWTON HlGHLAMDS, 
vol . 24, no. 1, 1992 , pages 91-94, 
XP009044215 
ISSN: 003(^-4948 
eompQunds 3Av3D 



■ 1 C ■ 

8-10 



1, 2,5 



1,3,8 



1,8 
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PCT/IB2Q04/003893 



X 



TIMARI U A R ET AL: "REGrOSElECTIVE 
TH6SIS OF CrHUCLEOSIOIS BY 1,3-DIPDLAR 
CYCLOAD0ITION OF ARVLNITRILE OXIDES TO 
5,6~DIDEGXr-l,2-0-ISOPR0PYLIDENE-ALPHA-D~X 
YL 0-HEX-S-ENOFURAWOSE" 

CARBOHYDRATE RESEMCH, ELSEVIER SGIEE^TIFIC 

PUBLISHING GOi^PANV. AMSTERDAM, HI, 

vol. 1991 , pages 121-127, XP 0090442 I 3 

TSSM; 0008-6215 

cotnpQUnds 3E, 3F , 4£ ,4F 

eLEMCI FRANGESCA ET AL; "Isothtazole 

dioxides: synthesis and IntiibltlQn of 
trypanosojtia brueel pf Qteln 
farnesyTtransf erase . " 

BI0ORSAHIC & f-IEDICINAL CHEMISTRY LETTERS, 
19 AUG 2002, 
vqI . 12, ma* 16* 

19 August 2002 {2002-^88-19) , pages: 
2217-2220, XP00233G20i 
ISSN; 09P-894X 
ta|)Te 1; GontpoUfid 18 

; 'l,- - i H MHH «,aH«i' 

DATABASE CAPLUS 'OnTine! 

CHEHICAL ABSTRACTS SERVICE. CQLUMBUS, 
OHIO US* 

HAFEZ, ol n, ABOIL ET AL: "New 

pyriazollnes, lSQX?tzdTine4 and sulfides 

from 4,7~diroethoxy-S-- 

m e t y T~6-hy d ro xy b en z of u r an { fChel 1 1 n one ) 

and their anti microbial activities" 

XP002 330202 

retrieved frotti StU 

Database accession no. 199l:l221S2 

cGfrapdund with m 132600-64-7 

abstraGt 

&. PAKISTAN aOUR MA L OF SCIEMTIFIC AND 
INDUSTRIAL RESEARCH , 33(5^6), 197-200 
: PSIRAAj ISSM: 0030-988^5, 1990, 



DATABASE CAPLUS 'OnTtne! 

CHiWCAL ABSTOCTS SERVIGE;, COLUMBUS ^ 



KHALIL, ZARIF H, ET At; "Synthesis and 
mici^<5fa1al acttv of S-heterocyel 
f^ydroxyqul nol 1 nes 
XP002330203 

retrieved from STN 

Dafesibage accession no. 199i^2471Q4 
compound wi th M 134i45--31-'6 

& ioURNAL OF THE INDIAN GHEMICAL SOCIETY 

, 67{10). 821-3 CGPEN; JIGSAH; ISSN: 



1,3,8 



1 5^ 3 J S~ i2 



1.3.7-iE 



1,3,8-12 



p<age 3 Pf 4 



jNTEf?" ATIONAL SEARCH REPORT 



PCI/IB2004/003S9^ 



Retevaiii to claim >Jo. 



K 



D ATABASE GAP LUS * Drill ne ! 

GHEMICAL ABSTRACTS SERi/ICE, GObUMBUS, 

OHIO, mx 

KOROLEVA, E. V. ET AL: "CyGToreversI on of 
S-(4-pyri<lyl HS-i soxazol ines 1n reiacti ons 



.3^.* .3.>.S 



XPO0233O2O4 

retrieved from SJU 

0atat5tase access Ion no. i998::47410 

Goiipound with RN 2024O6--'74-4 

3 ^ ^ "il 

& RUSSIAN JOURMAL OF ORGANIC CHEMISTRY 
^TRANSLAIIOM OF ZHURNAt OJ?MNICHESKDI 
KHmri) , 33CI), 108-112 CGDEN: RJOCEQ; 
ISSN: 1076-4280. 1997, 



Q2/0Si447 A (DAE 



PHARMACEUTICAL 



17 October f 002 (2002-1Q-17) 

claims 



1- 



Fo^?!: •:Pv:Tvc55.A/S 1 0.t£-G-tit5nuai«>n -gf -fteco^d sheets (Januajy t5ip04^ 
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iNtebnational search report 



!^t:T/IB2P04/003893 



^ Iqi^m^ponaj Search B^port ript t^eeri In mspeci of ^iertain^^^^ ijnder jStfltele Ij7(a)(^> iQtihB fdlk5wiB>g reasons: 



MdaiJse thieS> mlato matter not requirecf tC5i be searched by ^fs Authorltyv narn^^^^^ 

Although GTaims 9-12 dlreeted to a in^thod of tr^gaim^nt of 
body, the search; has been carried out and a sad on the alTe 
c pmg o y n d/compo s f 1 1 0^ 



hurTian/^ial 

effects of tiie 



2.. 



bedaus0 they relate ,b 
an exisnl ihal no maara 



Qlitm JriiernaJional AppficalJbn that do mi con-apl^^ with. the presqniseci.requsrernerrfs^ 



3..: 




Ill 



Wjier& unity of tnventiG is lacking {Qontmyatian of item 3 of first sheet) 



see addi tifttial sheet 



I y As^n mqyi^ed additbnai search fees weng iirneiy paid the applicant, this tEits^rnati onaJ Ssamh Re pori comm m 



i j As a\ [ searchable cMjhs t?autd be s^mMci w^^^ 0f|on fusiifyfng an addjitionat fee; tfits Auaiarity d kJ not payfnail 



3. 
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heteraeycXtc substttuent; processes for their preparation 
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Thjs opiiiipn contains InidieaJions relating io the foUqwjng itemsi 

Nen-^siabifehment of ^ regard tii RoVattynjivertt^?^^^ 

Lack of unity of inveritj^ 

statement under Rute 43ijfe.l|a}|ft^^ invea^v^ step qr iiidustrial 
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appilcabiJiity ; dtatiotis afid ©>cpl^ftaiiDn^ supporting such statement 

Certam defects In the internatbrtal appficatbri 
Cartairi! obsefvatiitafi?^ on the interiiational apjaiicatjqp 
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ff this opinion^ hi as provided ; aboy^, constdered; be a written opinion of ' ths IRE A, the appibant. invited la 
ubmit to the IPEA ^ wntt0F( r^ply toget^^^^ where appropriate; witi-s amerEdnienfe, before the expirati of three 
months from the date of maiNng of 'Form; PCTViS A^20 pf befbm: th^. eKpiraMd-tii of :j2:- months from^ d^ti^j-. 
y^htchever expires iatar; • ■ • ■ ' 
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WRITTEN OPINION OF THE InternayGnal applicatioii No. 

ERNATIONAL SEARCHING AUTHORITY PdT/lB2Q04^G3893 



Box Mo. I Baals of th!0 QplntQn 

1 . Wtth regard IQ th^ language, this t^pin ion has beer? est^l>Sisti^f:i m the basis pf th^ jnternatipn^^l a^ppiijpat ioo in 
tha language in mhich it filed, unl^^s ot^erys?i§e ibdj under this tteN. 

O Thfe opinion has been estsibliahed on the basis of a trans^af^Gn from the original language into the following 
Janguage , whiGfi m tJie language of a transJ alion furnishBCi for the pu rfsoses of intamationa! search 
iundar iHiilas 12.3 and 23. 1(b)), 

2, With regiafd atdj^ nueleotl^^ in the ini#rtalk>na) application ancl 
hecessari^ the ciajfned invention , this apmion ha$ tieeit estabjfe had on the basis of : 

a. type mat^riai : 

□ a^equa nc^ I 

□ labte(s) mfeteci to the sequ^nea listing 
fbrmM of rtiatasriaf: 

□ (in wrttlen fermM 

□ in computer roadabl farm 
time of f limg^u rnisiiiiig: 

□ contained in the internaiional appiieation as fiJed. 

□ filed together with the international appficaiW Jhj^^ readable to rm. 

□ furnished spb^ to this Authority for the purposes of search. 



3: □ fn adciitfon, in th© case that rnore than one version or copy s sequanca Ijsting andtor table refating thereto 
f^as been tU#ci 6r fiirnishe the requimd staiefnetits^ th^ sybsieqjyent or jaddttlonal 

copies is jdenticaf to that in the applioatibn m filed or does not go beyond the applicatjbri as f iled^ as 
apprapriate, were turn ishe^^ 

4, Addition ai cpmnients: 
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ITTE N O PINION OF THE I nfern atio nai appllc atfo n 

ERNATIONAL SEAFieHlNQ AUTHORITY f^Gl7!B2dQ4^d3M3 

Box No. Ill MotTirestafoHsJimeot of opinion^ w regard to novettys Inverittve step aind Incitistriai 
appfieabitity ^ 

Th6 tjU0istipns iwfieiller fho Gla^ te nt^v^l to involve an loyentiv© 

^j^bviou^),: ortd & llave not fcean axamlned in respect of: 

□ ilie entire i-riternatioii^l appNcattaiij 

IS clairns Nos 9-12 



the said international app!ication, or the said claims Nos^. 9-12 raiate to tfie MHqw^^ 
does not rBquir^^ a^^ (specify^}: 



□ the desG r jpt ion, cSaims o r drawi n gs (indicate partlcuMr eiewents below) or Bmi clmm Nqs . 

□ tlie ciaims, Qf said C5lafm$ Nos. am byiJie desdfjption that no me^ningfui opinton 

P op liite rnatipn al aea rc r©po rt h as imm ^gtabfished far the wl-Joie appl ication or for saici Qf aims Nos. 

□ t he n u d 1 eotide md/or amim acid secjy ance fisting does not Goitipli^ rt h tile standard providad for in An nax 
Got tha Administrative 



Itie wrtten form 



□ has not been furnished 



Cli doe^ npt qprnply vv itfi t h e stand^afXi 

the compLtter readable form Q Ms not Been furmshed 

□ does not coniply with tii© standard 

□ the tables related to the ny cledtide andA>r amino acid sequence listin if in computer readabie imm only, do 
nbi eompiy wfth the tedhniqaf r^quirerhehts prbvid m Ahiiex C-b($:ai the Adminis$r#fv0 tnstru 



□ See separaie sheet for f u rt h er deta ite 
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W Rl TTEW O Pt NIO N OF TH E 

! NTERN ATION AL SE ARGHl NG AUTHORITY 



i nternational applteatiion No, 
PQT?IBi004^03893 



S^Qk Np^ i V Lack of unity of in vantibn 

1. ® in response to the inivr^^ f Forrti PCT>1S/y2Q6) to pay additional fe#s^ th# appli^^ 

S paid addilfDnal fees, 
n paid addfttona I Me^ under 

P not paict adc^ itipnal fees. 

2. □ Th is Ay thdr ity teund t h at the requi raniant of yji ity of invention is ridt com plied with arid ijhoj^e no! to invite 

the appliciaht to pay addiiii^^ 

3. This Authority considq invefition in a<?eq rdstnee wit h^^ R 13 J ^ 13.2 ^nd 13.3 is 

M not CQmpjfed with for the totlowingf feasoos: 
^ea separate 3he^^ 

4. Cohsequently^ thb fep?> been established in respect of the lolip^^ of the iniernatbnat spplica^^ 
S parts, 

D the part$ reiating to oliaim 

Bo:x No. V Reasoned statement under Rule IXa) (I) w ttli rega rd to novelty, incentive 
IndMsiri^l ap piiq^biiity ; qitatlor^s and expiariatians syppQitlng Buph aflat^me^nt 

Stateinsnt 

Novelty (M) Yes: Glajms 4,14-20,22-28 

no: cmm 1-3^5-13.21 

myentiye step {IS} Yes^ Claims 4,14-20^22-28 

No: Gialms 1-3.5-13,21 

indusinal applteaba^^ (lAj Yes; Oiaims l-SillS-SS 

No: Claims 



% Citations and explanations 



se0 



Box NOv vm Certain obse^rvatlons on the inter natianai application 



The fqltowing obsefyattons on the clarity of the ofatms, deacript ion, and dravyirigs or on the question whether the 
platms i^re fuliy sypportedi by the deaori^^^^ 

sea separate sheet 
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WRITTEN OPINION OF THE International application Ho, 

INTEeNATIOIslAL SEAROHrN 

AUTHORiT Y {SEP ABATE SHEET) ^ PGT/iBg004/Q03S93 

Re item IH 

Non-^esl^bfishmeiit of opiiim^^ with regard to novelty, in^^ntive step and industrial 
appiieability 

Claims 9-12 relate to subject-matter con sidem^ toy this AuthQnty Iq be covered by the 
prDvisfpris of Rule 67 1 (Sv) PGT, Ctsnsequently, no opihlort wi^t^ be ftSffnulated with respiet to 
the industrial apialicability of th© sufcjject-matt^r of these claims (Article M{4) (a)(1) 



Re Item IV 

Lack of unity oi f n^^ntion 

The pre^^nt application deals with PDE-4 inhibitors and their corrBsponding uses. The 
claimedl eortipounds share as a corrirhon structural featture an 
isoxa^ioiifie/isothiaiz which a substituted pheny attached. 

This stryctura! feaiomv t mtb the use as PDE-^4 mhibItDrSv could be regarded as e 

(tsof respo ndf hg) special tech ni cal f eat li re that fi r>ks t he c lai rhed co m ppurids together to fprhi 
a single genera! inventive conGept m the sense of RiJles 13.1 . and 13>2. PGT. Howevei^, this 
Goncept is neither noMe! nor Incentive since WO-A-95 14680 {cited on page 2 of the 
desGription) discloses compounds (see examples) which act as PDE'-4 mhibitors and show 
these structural features (it is^^n^ that e. g, example 2B on page 2t of WO-A-9514680 is 
included in the scope of claim 1 for R2==(CH2)NHCOB7 and f^==alkyt (substituted by halogen, 
cf. description pagp 7 line 5-7)). No oiher speeia! teehhical featui^e is apparent w could link 
the clairned cornpouhds together to form a sir^gle general inventive concept The present 
application thus proposes to solve the problem of finding further PPE^4 inhibitors in three 
different, unrelated 

invention 1 : claims 1 (partj; 2v5,6^S"12|[part)■ 10,21 

Cpmpouhds of structure (1) in which X=^Q and B2 is a linear suPstiueht, com of 
structure (XXXfV for their preparation and corresponding uses 

inventiori 2: claims 1|pErt); 3^4; 8-12(part); 14-20, 22^28 
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WRITTEN QPi NIOM OF TH E intef national appifcation No, 

INTERNATIONAL SEAReHINO 

AU THOBITY (SEPARATE SHEET) RCT/1B20Q4/003893 

GHlMIQUe^ BELGeS^ val, 1134, ho. 1, 1995, pages S5-@2, XPO0&O44216 ISSN: 
CK)37-9646 

D7. RAi K M L ET AL; "A GQNX/'lNiENT iVIETHQ{~> QF THE GfSlERATlQN OP NITeiLE 
OXIDE AND ITS AFFtlCATION TO THE SYISIJHESIS OE EHSOXAZOLiNES" 
OROANIO PREPABATjONS AMD PF=(OCE^D^^^^ 

PREPARATION AND PROCEDURES C50.i NEWTON HIGHLANPS, MA. US, vol 
24, no. 1, 1992, p9ges 91'-Q4, XP00a044215 rSSN: 0O3Q-4948 
08: AL'TIMARl U A R ET AL: ''RECSlOSELECTfVE BNfNTHESJS OF G-NUOLEOSI^ 
BY 1,3~DfROLAR CYGLOADDITION OF ARVLNITRILE OXIDES TO 5,6- 
PlDEOXY-1,2^0-ISOPROPyLIDENE-ALPHA-0-XYLO-HEX-5-EN 
6ARBOHYORATE RESEARGH, ELSEVIER SClENTlFiG PUBLISHING 
GOyPAiSIY. AySTERDAM, NL, vol, 218, pages 121-127, XP00904421 3 

ISSN; 0008-621 5 

P9: GLERlGi FRANGESCA ET AL: "Isoihiazole dioxides: syntliesis and inhibition of 
TrYPanosoma bry oei proMifi mmesyltransf erase,'' BIOOROANIG & IVtEplGlfslAL 
GHEMISTRY LETTERS. 19 AUG 2G02, vol. 12, iio. 16, 19 August 20^2 (2QG2-Q8- 
19), pages 221 7-2220» XP002330201 ISSN; 0960-894X 
D10: DATABASE GAPLUS pn«ne| GHEMIGAL ABSTRAGTS SERVIGE, 

GOLUyBUS, OHIO, US; HAFEZ, O. ABDEL ET AL: "New pj^razG lines. 
i^oxazolneS and sulfides from 4,7-dtmethoxy^S- acetyl-6-hydroxybenzofuran 
(Khellinone) and their antsmicrGbial activittes^^^ XP0023302P2 retrieyed firphi 
SIN Daiabas^ aceessiQa no. 1991 :122152 

P11; DATABASE GAPLUS [Pnline] OHEIVlfGAL ABSTRACTS SERVIGE, 

GOLUy BUS, OHIO, US' KHALIL, ZARIF H, ET AL; "Synthesis and miGfobial 
8fOf;i^«ty of 5-4T6temcyci6-8-^^ h^^ XPp02330203 retrieved from 

STISI Database acGession no 1991 :247 104 

012: DATABASE GAPLUS [On line} GHEMIGAL ABSTRAGTS SERVICE, 

GQLUy BUS, OHIO, US; KQRpLEYA, E. V, ET AL; "Cycloreyersion of 5^(4- 
pyHdyl)-2-isoxazol!nes in reactions with bases" XP002330204 retrieved from 
STN Database accession no, 4998:4741 0 

013: WO 02^081447 A CDAEWOONG PHARMACEUTIGAL CO., LTD; PARK, 

JOON-SEpK; 8YUN, YOUMa-SEOK; M) 1 7 October 2QG2 (2002-10-1 7) 



FqtTr) RQT/)SA/23? (Separate Stwe?) {Sfiesi 3) {EPO- Jaouaiy 20Q4) 



WRITTEN OPINION OF THE internaitofiaJ application No. 

INTERNATIONAL S E AReHlNG 

AUTHQRtTY (SEPARATE SH ^ iRGiy{BgQ04yQQ3e93 

V ~2 Novf ity I Art. 33(2} PCT); 
ad i ri ven tion 1 : 

01 disposes CGmpounds (see Glaim 1 for R5^CH2)nNHC(=:^0)X1 and example 28 on 
page 21 ) included in tile preseiit claims: Sine© the eorripbund^ of pi are disciGsed as 
FDE-jy iofiibitofs, also the corresfsondin not oowel. 

DS-D4 disclGse compounds included In the scope of elaims 1 ,2*5,6,8-1 0 (see pas^ag€j$ 
indrcaled in the search report), 

Art. 33(%P0T is not fulfilled: 
ad in via^ntion 2: 

Tlie claims are novel ower D1 because in 01 none of the substityeiits corrasponding to 
R2 in the present claims can be a heterpcycle. The sanie holds for D2-D^. 

06^D12 disGtose compo^^ scope of present olaims 1 , 3, 4 arid 7 (see 

passages indicated in the search report). Sirjoe partly atso medical uses as claimed In 
cimms 8^12 are disclosed, also cialms 8''12 are not novel. Glaiois 14-^20:,22-28 a not 
affected becaus to which these preparation proeesses iead are not 

disclosed in the died documents- 

ad invention 3: 

None of the cited dDcuments diBClGses cofripounds in which ring "B" is a thiazoiidine or 
a dlhydropyrazole. DlS dlsoioses condensed syste (see claims). The parts of ttie 
claims relating to invention 3 are thus novel, 

V-3. Inventive step ^Aft/33(3| PGT). 
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IritematiorJal apptieation Mo. 
PCT/i 82004/003893 



ad inviention 1 : 

The present application deais With POE-IV inhibitprs. ^mce cornpopnd^ irioluded in the 
present ciaims are known to be PDE-fV inhibilors frqni D1, the pfoblem of finding further 
PPE-iV Inhibitors h^s bem aoived in an QlDyious way. 

Aft 33(3) PCT is al?o not luifillad. 



ad ievehtion 2: 

(Slaims wixiiph are hot novel also do not fulfil Art; 33(3) PQT), For novel pants of the 
elaififis D1 would be the closest state of the art siriee D1 also deals with inhibitors of 
PPE-4> The prbblern to be solved is the provision of further oompounds showing this 
acrtivityvSmce neither D^t nor DS suggest com;pounds with qyclip substituents for R2, the 
solution is not obviously derivable frdrti the pnor art. 

Novel parts of the qiaims fulfil Art. 33(3) PGT, 



ad inventioh 3: 

Gbsest state of the ^rt isPt sinee D1 also dealswith inhibitors of PDE-4. The problem 
to be solved is the provision of further Gompounds showing this activity. Neither DT nor 
P5 suggest compGuinds with thiazblldihe or a dihydropyrazofe^^ rings as cent ra I unit. Pi 3 
diseioses thiazolidlne and pyrrote ceiitFaJ units, but they are part of condensed systems. 
The proposed solution is thus not obviously derivable from the prior art. 



Re Hem vni 

Gertalrj oisseryaliorts on the international application 

The definstior^ for R2 in claim 1 on p^ge 65 line 60 appears to be errofious (OH Instead of 
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CH2). 



